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fcfc*.HU fc&m (ID £fctt*©ttfcfc£« (17) ©Efttts *fr#S> 
5 >f ^ 1*8 (N, N' -s>$/*D^*S/;v*/M«$>>f $ b\ 1 3 - ( 3 

Hn N, N' * £V-;k 1 h V Y 

{V*3-)IT5, J ) ***-£A • ^it7MD^7x- h (BopH 

10 ftiljtt) &if©»^»J©#*Ts £?£L<&- 
2 CCipP) 8 O-CfcTfrbtiSo ®fT£*l £>©£]&& 2 4 mm&foti&TtZo 
fo&m (17) ©Eft14SS###B^>f F («*D U h\ ^ K 

gHbr;V£ 'J&MlIi®W|ffl#4Tt:, - 2 0°C*»f> 8 O-CfcTfrfr 
EjfctelMHfrfcLTN ufc>®3tSttxx^;i, (4--hD7i^x 

25 h;i/x>&£©ifcfts2MHiU ^dp^1/A, y^nn^x ^pp^>4 
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;i/x;i/*3->b\ *Sfctt£ft&0»£»Jt&£#fcfcf e>fri, &jft laser Sic 

10 *^BJ3©, (1) ©fc#fc|CD-a$B\ &SfcJfctr»tjDfc$8J« 

a^t^o «ittt N mmmnmm mm, &<t*mm, swam 
m, mm, mm, v^mmtom , mmmmm mz®, 

15 h ij 7j^P» iyj-^m, ?*->M, -?n>M, 7?;«, ^)V^)vm, 7 

w>wt, ~?i/j>m, mem, nA^t, -vy^jm, %M>mm, %m, try 

HfllfcbT-lftS: (1) ©ftilrWs 09^«> T;i/*U&JIE (002.1^ 
20 <?A, i-h'J^As #U>?A^©i&) > r;i/*U±JR^JRjl (mfcJU 

%tz, -jk (i) (Dfc&mtc&%<DMM±m®£ti%Mi±, &m (po i 

ymorphism) %tz, - «t D £ < ©S£Hte#i: bT 
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WO 02/14265 

aEg-j-SZfcff-CS, 3&fc s *h>**»»v 

^cjeH-raaA«»tt'(b«:«fcas5«»«** 

15 *Sto©ffl*££-S\ i&**fT&oTi>**a©61**fc*»>ll 

aft, dU-JUftfclK -0(^§O. lmg*6 5 0 0mgOiH^ 
-HHS*&«III«Ptt! J *'****> ^fe{i^A-Afefet)s -Illfc^O. 0 1 
mgfr& 2 0 0mg©«HTx -0-Iilfr6«@*»P«^ <#*b 

«fiff (iw&au ttaau w**^ 
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^Tftmat*. &T«», MA&ftN 8i|*|*|£a* N KttftgftN 

tutfimz- mm? %> z t § & 0 

A^A,iu T;i^*-h^u +^>®s ^rhtf->^ ^^^>Ms b^^f 

>s #•£$©#>) Fih^n^ttft^^o 

li7X/^^>i(Oj;^^|i^ Jg£g^ ttl*tt»Js 7 1/-M 
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M®£**ftMHk im*u mnu mm, mmttw**^ 

ft ^«tffll. ^ * m ^ 

20 sji-rs^'t^-e^ao 

*fc, sawo-fta (i) 
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>m&m, imm, mm, T^y^u^-mttzimM^m, >xm, mmm^ 
imm, mm, r^v)\4 ^-m^tdtmik^m, mm, mmmm 

ft&AL JftAfe MttHttttMrMs «I^©7W^- 

*»i»0E*tt, -»s (i) fcJ:i)«*n*fl5^«*fci4*cDE«±M:«L^ 

TV^PJJD, *©teE?fcflgtt#fc|g££ftfc^o (A) (1) 

**W©ttflE*fcLTtts «iH, (1) t«tD***i*^»*fctt 
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WO 02/14265 

s^«i*&j± j e©E«±tt : *t5***^" r5 « l « ,i: ^ aaft**ft » 

*ft m»^««©«-^»J^bt{i, s-i^f 

**nUA2*»«k U7^y^ h\ OKT-3s ifiTNF -atfcflU 
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miL (J >*~uj*y) -6^^J;tJtFTY7 2 0 (EP 6 2 7 4 0 6 - 
Bl) m) , XrOY m (7"l/ K^P>, *=f-))/7V K^p>, t^+M 

X P^rV7 , D7i>tF'J'7A, t7p#-fe>, 7777D7x>, If ;b b 7" 
P7x> s ^xni, 7jl/7xtA| s F;i/7xtA|, 7i^/^;> N 
^F7x-J^>;>, ED*$/*A N ir7*:>;fcA, T>t:p^^*A^) s 

^^(^77 ^ i/>, b7*7^^>> N -b7t^^i/A, -fe7£*^A N ;i 
73V^>> N i'J7,dy^>, -f^^A s ^hD-^;-;^) N «^ 

^ v >^>, :t1f7*WK _^7x;>, ^yy^F, 

J-VV>, =;WtJ>fc:>$) N ifafiL/J^SgRBglS (^Dt^x 7*7fU> s 
^57P7K yt:u^-^ S/d^^v/~;w :*1f7"WK Vfrtfy],?- 

>;i/*7h s ^1f7*U;K -fe5hP7'7h, h^-57>h s 7>l/^777, 
^' lj ^K ^V77K -^P57K l"7*y77K 77777K * 
h^7i>, TM3^f-y^ #4rtfMh\ ?;i/7i^-^> s ^*7^>, Xtf 
±7^>, 77,rV/-/K 7VhP/iX ^7^;i/7J7h^K 7>^7t>» 
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^hU*A2. 3g*Jn««»fcTBI»»*#bfc. ^ar^-^*«**s A 
UETIitKktioT^^ (4-^^7x^V) T^>2 9g* 

10 t#fco 

1 H — NMR (CDClj) 5:0. 85 (3H, t, J = 6. 6Hz) , 1. 2 
7-1. 3 0(1 OH, m), 1. 5 9 (2H, t, J = 7. 3Hz), 2. 5 8 
(2H, t, J = 7. 3Hz), 4. 2 9 (2H, s) , 6. 5 6 (2H, d, 
J = 8. 6Hz), 6. 97 (2H, d, J = 8. 6Hz), 7. 26-7. 3 
15 8 ( 5 H, m) . 

mmm 2 

20 1 H - NMR (CDCI3) 5:0. 90 (3H, t , J = 6 . 6Hz) , 1. 2 
2-1. 5 1 (10H, m) , 1. 5 4 (2H, t, J = 7. 9Hz), 2. 4 
8 (2H, t, J = 7. 9Hz), 3. 7 9 (3H, s) , 4. 2 2 (2H, s 
), 6. 57 (2H, d, J = 8. 6Hz), 6. 86 (2H, d, J = 8. 6 
Hz) , 6. 98 (2H, d, J = 8. 9Hz) , 7. 28 (2H, d, J = 8 

25 9 Hz) . 

mmm 3 
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10 



15 



25 



01 . 



4-^p<^T^y^>x^;i/^h HO. 75g£4-#^;i>:p-y>i. 

1 H — NMR ( C D C 1 3 ) 6 : 0 . 8 7 (3H, t, J = 6. 8Hz), 1. 2 
2~1. 4 1 (1 OH, m) , 1. 5 3 (2H, t, J = 7. 9Hz), 2. 4 
8 (2H, t, J = 7. 9Hz), 2. 92 (6H, s), 4. 17 (2H, s 
), 6. 58 (2H, d, J = 8. 0Hz), 6. 70 (2H, d, J = 8 . 0 
Hz), 6. 9 8 (2H, d, J = 8. 0Hz), 7. 2 3 (2H, d, J = 8. 
0Hz) . 
HWJ5 

4-W^75M>X7/l/fh PI 0. 0gt4-7^7^'J>l 0. 

3-)l7*=.)l) [(4-^^7U7i^)^;i / ]7^ >6 . 83g£ 
ntzo 6 0 - 6 1°C 

mmm 6 

20 4 -i;^^7^^>X7/I/TtF10. 0gh4-^^7rij>8. 

25 gitmmmtLT, m&mibmmkK&mm-rzzbtz-oT, i (4 

fco 9 2 - 9 4°C 

mmm i 

4-W^7U^7X7^7t K 1 0 gt4-x.?)iT-V>8 . 1 2 g 

^7^7x^1/)^^] (4-xf;i/7x-;P) 7^>10. 7g£?#£ 0 
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m& 6 4- 6 6°C 

7 4-7 6°C 
HMf^J 9 

4-^^;i,T^^>XT;v7 r t H l l g t 4 ->f vt"p U > l o 

10 ^WU7i^)^fM (4-^V7-Ot>7x^)7^13. 6 
gtHLii^ 7 1-7 3°C 
fj»J 1 0 

4-^^/l/7^^>X7/l/rt F 1 1 gh4-xh^$/T-U> 1 0 g£ 

15 ;i/7^7x-jl/)^;H (4-xf^7x-;i/)?^>8. 7gWco 
S!H^ 9 8 - 9 9-C 
38 W 1 1 

4-^fV7 , DtM>X7;i/rt F 1. 5 g i: 4 - -f V 7*P V&T- U > 1. 
4g*lti»«»i:bts H»J1 ^^tS«a-rS-iifc«toT^ (4-f 
20 V7'P^7x-/l/) [ (4-^V7 , D^P7x-;i/) 7^>2. 6g 

1 H - NMR (CDC lj) 6 : 1. 20 (6H, d, J = 7. 3Hz), 1. 2 
4 (6H, d, J = 7. 3Hz), 2. 80 (1H, m) , 2. 90 (1H, m 
) , 3. 84 (1H, s) , 4. 25 (2H, s) , 6. 58 (2H, d, J = 
25 8.6Hz),7.04(2H, d, J = 8.6Hz),7. 19(2H, d, 
J = 7. 9Hz), 7. 29 (2H, d, J = 7. 9 Hz) . 

mmw 1 2 
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^^^;i/T^^7x-;ix) (3, 4-^^7x^p) r^>l. 4 

g&ftfco lkj£ 7 3 - 7 5°C 
8« WJ 1 3 

N- (4->fvrPt;i/7ir;i/) 8g©i;^mM75 
K 1 8mL^(:^Ts 6 0 %7Km<b^ r U 7 A 0 . 4 4g%M%.tz$k, £fe 
fc^/PY^ h' 1 . 4mL£in*, -Bftj»bfco MjSi^^iDi, fta 

tVl/7x-;i/) 7^>1. 8g£f#fc 0 

mmm 1 4 

4gSMStbt, M^Jl fclil^tMJiSMa-rs^iifci^Ts (3, 4 
-^7DD7x-;i/) [ (4--fV7DK^7i^) ^^1/] 7^>2. 6g 

1 H - NMR (CDC1 3 ) 6 : 1. 19 (6H 3 d, J = 6. 6Hz), 2. 8 
0 (1H, m), 3. 84 (1H, s), 4. 26 (2H, s), 6. 53 (2 
H, d, J = 8. 6Hz), 7. 03 (2H, d, J = 8. 6Hz) , 7. 18 
(1H, dd, J = 2. 0, 8. 0Hz), 7. 37 (1H, d, J = 8. OH 
z) , 7. 4 5 (1H, d, J = 2. 0Hz) . 

mmm 1 5 

2, 4 -it J. h^^>X7^rt K 8 . 0gi:4-^fV7"P^7-iJ>l. 
4g£ffiM^LTs ISWJ1 hlBl^fcM^M-rSi^tioT, [ (2, 
4->J* F^>7irji,) (4--Y V7°Dh-;i/7x-;i.) > 1 1 g 
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1 H — NMR (CD CI,) 6 : 1. 19 (6H 3 d, J = 7. 3Hz) , 2. 7 
0-2. 82 (lH,m), 4. 19 (2H, s) , 5. 91 (2H, s) , 6. 
57 ( 2 H , d , J = 8 . 6Hz), 6. 59-6. 86 (4H, m), 7. 0 
3 (2H, d, J = 8. 6Hz) . 

5 mmm 1 6 

2 g*&mmtLx, mmmitnmiz^mmt^zt^x^x, i (4- 

^^^7^7i^l/)^jy] (2, 4-^^^7ir;i/) 7^>2, 4 
g%ffitz° Wlti 7 9 -8 0°C 
10 f|»J 1 7 

t'^n^- ;i/4. 5gH-fV7Plf/V7-iJ>4. Og^Jil^mSht 

Ts mmmitmmizKfit;smmTz>z.t{z&^Xs c^>7 [d] 1, 3-^ 

3rV u>- 5 --r;i/^^-;i/) (4-^v/n^i/7i-;i/) 7^>6. lg§# 

fee 

15 1 H — NMR (CDC1 S ) 6 : 1. 19 (6H, d, J = 7. 3Hz), 2. 7 
0-2. 82 (lH,m), 3. 78 (3 H, s) 3. 81 (3H, s) , 4. 
21 (2H, s), 6. 40-6. 46 (2H, m), 6. 60 (2H, d, J 
= 8. 6Hz), 7. 03 (2H, d, J = 8. 6Hz), 7. 20 (1H, d, 
J = 8. 0Hz) . 

20 mmm 1 8 

2, 4-^^fM>X7/l/rbM. 3 g t 4 --f V 7*D V)IT=- U > 1 . 

4g§m«i:b^ s@»ji hiBiiitsMa-r^i^fcctoT^ [ (2, 

4-^^;i/7i-/l/) (4-^V7'Dt;i/7i-;i/) 7^>2. 4g 

25 1 H — NMR (CDC1 3 ) 5: 1. 20 (6H, d, J = 7. 3Hz) , 2. 3 

0 (3H, s), 2. 32 (3H,. s) , 2. 83 (lH,m), 3. 84 (1 

H, s), 4. 19 (2H, s), 6. 57 (2H, d, J = 8. 6Hz), 7. 
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03 (2H, d, J = 8. 6 Hz)", 6. 89-7. 22 (5H, m) . 

mm\ i 9 

4-7WD^>X7;PrtFl. 2gt4-J V \Z)VT=.>) > 1 . 4g 

5 tD7i^) ^fJl'] (4"fV7PWi=;i')7^2. 2gS#fe. 
1 H -NMR (CDC 1 3 ) 6 : 1 . 20 (6H, d, J = 6. 6Hz), 2. 8 
0 (1H, m) , 3. 8 4 (1H, s) , 4. 2 6 (2H, s) , 6. 5 7 (2 
H, d, J = 8. 8Hz), 6. 97-7. 05 (4H, m), 7. 30-7. 
3 5 (2H, m) . 

io m mm 2 0 

>1. 4 g b"t\ |@WJlh|5i1it^«TSc:^tJ:oTs ( 
4 _^ V7 - p tvwx-^) [ (4-F'j7MD^f/b7i~/i/) ^<^;i/] r 

^>2. 4 g£t#fco 

15 1 H - NMR (CDCI3) 5:1. 19 (6H, d, J = 6. 6Hz) , 2. 8 
0 (1H, m), 3. 84 (1H, s), 4. 38 (2H, s), 6. 56 (2 
H, d, J = 8. 6Hz), 7. 04 (2H, d, J = 8. 6Hz), 7. 4 7 
(2H, d, J = 8. 8Hz), 7. 58 (2H, d, J = 8. 8Hz) . 

mmm 2 1 

20 2, 4-^7an^>X7/l/rt Y 1 . 8 g t 4 -4 V/p t:;i/T- U > 1 . 

4g^MfiJ:bt, mmmitmm£m>mMt%ztiz£vz, i (2, 

4-^^OD7irjl/)^^] (4 -A V7°D t/1/7 1-^) 7* > 2 . 7g 

1 H — NMR (CDCI3) 6:1. 17 (6H, d, J = 7. 2 Hz) , 2. 7 
25 9 (1 H, m), 4. 36 (2H, s), 6. 53 (2H, d, J = 8. 6Hz 
) , 7. 03 (2H, d, J = 8 . 6Hz) , 7. 14-7. 19 ( 1 H , m) , 
7.3 3- 7. 3 8 (2 H, m) . 
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mmm 2 2 

4 - ^f/i/f^>Xr;vrt h* 5 . 0 gb4-<t V7d t:;i/T- g > 4 . 
4g^«S^tTs USUI J:BitSl&iIt§^J:t: (4-^ 

5 *#fc 0 

1 H — NMR (CDC1 3 ) 6 : 1. 19 (6H, d, J = 6 . 6Hz), 2. 4 
7 (3H, s) , 2. 80 (1H, m), 3. 87 (1H, s) , 4. 36 (2 
H, s) , 6. 57 (2H, d, J = 8. 6Hz), 7. 04 (2H, d, J = 
8. 6Hz), 7. 23 (2H, d, J = 8. 5Hz), 7. 29 (2H, d, 
10 J = 8. 5 Hz) . 

mmm 2 3 

f^J 1 hlwiHt^M-r^iht^oT, ^>i^;i/ (4-y^i/7i-jv) t ^ 

15 1 H — NMR (CDC1,) ff :0.-90 (3H, t, J = 7. 3Hz) , 1. 2 
6-1. 40 ( 2 H, m) , 1. 48-1. 59 (2 H, m) , 2. 49 (2H, 
t, J = 8. 1Hz), 4. 29 (2H, s), 6. 56 (2H, d, J = 8. 
6Hz), 6. 98 (2H, d, J = 8. 6Hz), 7. 26-7. 38 (5H, 
m) . 

20 mmm 2 4 

4-^^;i/7^;^>X7^rtH. 5gt3, 4-^^aP7-'J>l. 

6g*iH*jR«i:bT, nasim bmm£Rj&mmtz>ztiz&-oz, (3, 4 

g£f#fco iM 1 1 7°C 

25 mum 2 5 

lH-f>F-/l/-3-7^rbn. 5 g 4 -t^f/1/7- U > 2 . lg 

smm^lt, mmmi tmmtfcj&mm-r&ztti&vx^ c (ih-^ 
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>H-;i/-3->f;i/) /f-;v] (4-t^^7xr;v) 7^>i. 8g*#fc 0 

1 H — NMR (CDC 1 3 ) 5:0. 88 (3H, t, J = 6. 6 Hz) , 1. 2 
0-1. 40 (10H, m) , 1. 53-1. 59 ( 2 H, m) , 2. 50 (2 
H, t, J = 8. 1Hz) , 4. 45 (2H, s) , 6. 64 (2H, d, J = 
5 8. 6Hz), 7. 00 ( 2 H , d , J = 8 . 6Hz), 7. 10-7. 19 ( 
2H, m), 7. 37 (1H, d 3 J = 8. 0Hz), 7. 67 (1H, d, J 
= 8, 0Hz) , 8. 02 (1H, s) . 

mmm 2 e 

4 _yp^>X7JVrtH. 9 g t 4 -4 V7"D \Z)VT- U > 1 . 4 g£ 

Mj^ 3 0°C 
H WJ 2 7 

l-x^t^V-;V-4-#;i^>If 2. 3 4gCDl, 
15 > 5 0 mLtttlftft-^ 1 . 8 3mUJ;^^f»A7U^li 
j&tliU 7 0 o CtTl. 5^11#bfeo gJSS^MBESiU 8Sfc«fl5^^U 
>2 0mL^nis £©$g«ttC**TfcT 4-fV7D V)\sT- U > 2 . 2 9m 
L©»p<f-U> (2 0mL) mtltnXtzo IMJt^imls IfHS&fcTlRt 

7p^7x-/b) t7V*-/l/-4-/t3^W^ F3. 76g£f#fc (Ml 
4 1. 0°C) o H©^*3. 75gl=l N-tf^> .rh7tF077>3> 
71/ y^*/^ t F07 7>g?l 2 9mL^j!jax.s 4 BtligMftS bfco S 
25 $f««lN-^i6 0mL»^ gMfcT— g£«#bfco KJifr«m 
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JiMb (1 -x^-;i/t°^V'-;i/-4--Y;i/^f-;i/) (4--fV7"n^7ir;i/ 
) T$>1. 9 5g*mtz 0 

1 H - NMR (CD CI 3 ) 6:1, 21 (6H, d, J = 6. 9Hz) , 1. 
47 (3H, t, J = 7. 3Hz) , 2. 81 (1H, sept, J=6. 9H 
z) , 3. 57-3. 78 (1H, brs), 4. 14 (2H, q, J = 7. 3 
Hz) , 4. 15 (2H, s), 6. 62 (2H, d, J = 8. 4 Hz) , 7. 
06 (2H, d, J = 8. 4Hz) , 7. 36 (1H, s), 7. 47 (1H, 
s) 

^flfifcl 1 



0. 5 2g0^>-g>5mlS»fc2, 6 V7"D W7irM Vi/7± 

Ji^+^volMItS^^tT^tt: £*k N' - (2, 6-sMV7°n 
lf;i/7xn;i/) — N — [ (4-^^W^7x^l/) * -N- (4- 
7^D7i-;i/) >>l/70. 3 8gSf|feo (M 1 2 4 - 1 2 5°C 




mm 2 
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I 



( 4 _ x -ft) [ (4-^^7;;7 x~;i/) ^ 3^1/ ] 7- 3 > 

0. 6g^>f>5mL^ 2, 6-^ V7Dt:;i/7x^KV^7t 
-h0. 4 6mL£j(Jt!X.T^ ^fcT-lM#Lfco M^ff^Sc^ *>tf# 
^;i/*^A?P^ h^9 7-f -T-ifiSbT. N- (4-7^7x^) -N' 
5 - (2, V7°n£;i/7x^;i/) -N- [ (4-^W7V7x-^ 

) ^l/TO. 3 4 g*m tea 

1 H — NMR (CDC l s ) 6 : 0. 92 (3H, t, J = 7. 3Hz) , 1. 1 
6 (12H, d, J = 6. 6Hz), 1. 20-1. 50 (2H, m), 1. 5 
2-1. 70 (2H,m), 2. 59 (2H, t, J = 7. 9Hz), 2. 93 

10 (6H, s), 3. 00-3. 20 (2H.ni), 4. 79 ( 2 H , s ) , 5. 
41 (1H, s), 6. 65 (2H, d, J = 9. 2Hz), 7. 00-7. 2 

2 (9H, m) . 




15 ^HV^>7t-h6. 4mL*m^il^^tT^»J2fcm^SMa-r^ 
££-e> N-^>^;v-N' - (2, 6-y^^7i-/V) -N- 

fJV7i^) ^7 1/70. 5g^ffco ^# 
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1 H — NMR (CDClj) 5:0. 86 (3H, t, J = 7. 2 Hz) , 1. 2 
5 - 1 . 3 0 ( 1 OH, m) , 1 . 5 6-1. 61 (2H, m) , 1. 68 (2 
H, m), 2. 21 (6H, s), 2. 58 (2H, t, J = 7. 9Hz), 4. 
90 (2H 5 s) , 5. 5 6 (1 H, s) , 7. 01 (2H, s) , 7. 08 ( 
2H, d, J = 7. 9Hz), 7. 17 (2H, d, J = 7. 9Hz) , 7. 2 
2 - 7 . 3 0 ( 6 H, m) . 




[(4--hP7xr^)^^] (4-t^f/l/7i-/l/) r;>2. 6 

xniMM2tmmkRfo9m?&zbT!, n' - (2, 6-^vrpwi/7i 

-N- [ (4--FD7i-;v) -N- (4-t^/i/7i-^ 

) £1/70. 2 7g» 

1 H - NMR (CDC1 3 ) d : 0.87 (3H, t, J = 7. 2Hz), 1. 1 
7 (1 2H, d, J = 6. 6 Hz) , 1. 25-1. 30 (lOH.m), 1. 
68 (2H, m), 2. 58 (2H, t, J = 7. 9Hz), 3. 08 (2H, 
m), 4. 98 (2H, s), 5. 56 (1H, s) , 7. 09-7. 13 (4 
H, m), 7. 20-7. 26 (3H,m), 7. 50 (2H, d, J = 8. 6 
Hz) , 8. 15 (2H, d, J = 8 . 6Hz) . 

mmm 5 
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(4-W7i-;v) 7^>l. 0gi:2, 6-^vrn^;i/7 

Ci:T- s N-^>^;i/-N- (4-7fJl/7i-jl/) — N' - (2, 

5 1 H - NMR (CDC 1 3 ) 5:0. 91 (3H, t, J = 7. 3Hz), 1. 1 
6 (12H, d, J = 6. 6Hz), 1. 27-1. 40 (2 H, m) , 1. 5 
2-1. 63 (2H, m), 2. 60 ( 2 H , t, J = 7 . 9Hz), 3. 10 
(2H, m) , 4. 90 (2H, s) , 5. 48 (1H, s), 7. 06-7. 
3 0 ( 1 2 H, m) . 

io mmm 6 



[ ( lH->f > 3 -J (4-^-^;v7i-;v) > 

0. 6 1g^2, 6 V7Pt!;i/7i-JW Vi/Tj~— h 0 . 41g§^ 
Mtbt, *««2i:Htllt:Sj6ftia-rscJ:T!N N' - (2, 6-^V7 
D^7i^/1/) -N- [ (lH-^>F-;i/-3--Y;b) p<^;i/] -N- (4 
15 -t^^7i-il/) i^l/TO. 12g£f#fco 

1 H — NMR (CDClj) (5 : 0 . 87 (3H, t, J = 6. 8Hz), 1. 1 
4 (6H, d, J = 6. 6Hz) , 1. 22-1. 41 (10H, m) , 1. 5 




H 
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5-1. 60 (2H,m), 2. 56 (2H, m) , 3. 09 (2H, m) , 5. 
09 (2H, s) , 6. 90-7. 40 (1 2H, m) . 




v\z)]s7T.~)\sjv*/Ti—Y i.6i s %&mmmtL-zmnm2 tm&tK 

-N- (4-^:r^;i/;r^>7x-;i/) ^url. 4 g^mc 
1 H — NMR (CDC 1 3 ) (5:0. 88 (3H, t, J = 7. 3Hz), 1. 1 
7 (12H, d, J = 6. 6 H z ) , 1. 20-1. 46 ( 8 H , m) , 1. 6 
9-1. 81 (2H,m), 3. 04-3. 14 (2 H, m) , 3. 94 (2H, 
t, J = 6. 6Hz), 4. 86 (2H, s), 5. 47 (1H, s), 6. 8 
6 (2H, d, J = 9. 0Hz) , 7. 03-7. 30 (10H, m) . 

mmm s 



H0(CH 2 ) 4 0 




[4- (4-t h'Ddri/7>^r^) 7x-jk] T^>1. 67 gt 
2, 6-^V7D^JI/7irMVi/7t-M. 3 7 gftltimmmtLZm 

mm 2 tnm£B.fcmm?zz£-Tz. 4- {4- ii-^>^ji-3- (2,6 

o 
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1 H - NMR (CDCI3) 5:1. 16 (12H, d, J = 6. 6 Hz) , 1. 
55 (1H, brs) , 1. 61-1. 71 (2H, m) , 1. 78-1. 88 
(2H, m) , 3. 03-3. 1 4 (2H, m) , 3. 61 (2H,m), 3. 
94 (2H, t , J = 6. 6Hz), 4. 86 (2H, s), 5. 48 ( 1H, 
5 s), 6. 84 (2H, d, J = 8. 6Hz), 7. 18-7. 30 (10H, 
m) . 



mm 9 




10 Xs mmm2tmm^m^mt^^.tx, n- [ (4-^DD7x-jy) 

-N' - (2, 6 -i^-r V7°nt°;b7i-;i/) -N- (4 ->f vru Vfry 

x.—)]/) ^70. 9 g£f#fco 

1 H - NMR (CDCI3) S : 1. 17 (12H, d, J = 7. 3 Hz) , 1. 
24 (6H, d, J = 6. 6Hz), 2. 83-2. 99 (1H, m), 3. 0 
15 1-3. 15 (2H, m) , 4. 84 (2H, s) , 5. 49 (1H, s),7. 
07-7. 12 (4H, m), 7. 21-7. 28 (7H,m). 

mnw 1 0 
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2 - (4-^>W^7i-;b) S8x^l/5. 0gt2, 6 -SM V7° 

mmtZZt-Zs 2- {4- [l-^>^;V-3- (2, 

1 H — NMR (CDC1,) tf : 1. 16 (12H, d, J = 6. 6Hz), 1. 
21 (3H, t , J = 7. 3Hz), 3. 03-3. 14 (2H, m) , 3. 6 
0 (2H, s) , 4. 14 ( 2 H , q , J = 7. 3Hz), 4. 90 (2H, s 
) , 5. 49 (1H, s), 7. 09-7. 38 (12H, m). 

mmm 1 1 



g£2, 6-y^V7Dh'JV7irjWV^7t-h 1. 2g£ffif8JI&fcLT 
»2fcWl:MIt5:J:T^ N 5 - (2, 6 V7PWx_ 
;b) -N- [ (4-^ h^>7x-;t0 -N — 

) >)l/7l. 5 g£f#fco 

l H — NMR (CDC1 3 ) 6 : 0. 87 (3H, t , J = 6. 8Hz), 1. 1 
6 (12H, d, J = 6. 6Hz), 1. 22-1. 41 (1 OH, m) , 1. 
53 (2H, t, J = 7. 9Hz) , 2. 56 (2H, t, J = 7. 9Hz) , 
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3. 09 (2H, m) , 3. 78 (3H, s) , 4. 82 (2H, s) , 5. 4 
3 ( 1 H , s) , 7. 05 (2H, d , J = 8. . 0Hz), 7. 07-7. 22 
(9H, m) . 

mmm 1 2 



(4-t^f;l/7x^) [ (4~7xydp>>7ni-;i/) >1. 

5 3g£2, 6 -SM V7Dt/l/7i-H h 0. 8 8g£tf}£gM*4 
£UT«$I2 fcl^filfcKJfe^a'rSClil-Cs N J - (2, vrnfcMl/ 
7x-;i/) -N- (4-t^/P7x-jl/) -N- [ (4-7iyJr^7i=jl/ 
) >)l/70. 5 5 g£?# fee 

' H-NMR (CDC1 3 ) d : 0. 86 (3H, t, J=6. 6 Hz) , 1. 1 

6 (12H, d, J = 6. 6 Hz), 1. 20-1. 30 (lOH.m), 1. 
49-1. 59 (2H, m) , 2. 60 (2H, t, J = 8. 8Hz), 3. 0 
1-3. 16 (2H, m), 4. 87 (2H, s), 5. 47 (1H, s), 7. 
0 9 - 7. 3 5 ( 1 6 H, m) . 



CH3 

[ (4-^^7U7i^) (4-t^jl/7i^) 

1. Igt2, 6 -^-f V7D tjV7 irjV^ Vi/7t- F 0 . 7 1g£fcH$g]|C 

42 




mm 1 3 
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SJ:lT»2 hmm^BimmMt2>z£~^ N' - (2, 

/l/7i^) -N— [ (4-^^7V7i-/l/) -N- (4-^- 

^JV7j^) >^70. 2 3g£f#7c 0 

1 H — NMR (CDCI3) 5:0. 85 (3H, t, J=6. 6Hz) , 1. 1 
6 (12H, d, J = 6. 6Hz), 1. 22-1. 4 1 ( 1 OH, m) , 1. 
58 ( 2 H , t , J = 7 . 9 H z ) , 2. 58 ( 2 H , t , J = 8 . 0Hz) , 
2. 93 (6H, s), 3. 09 ( 2 H , m) , 4. 7 7 ( 2 H , s) , 5. 4 
2 (1H, s) , 6. 65 (2H, d, J = 8. 6Hz), 7. 05-7. 22 
(9H, m) . 



(3 h^>?:c-;M?-;]/) (4-t^;i/7i-;i/) 5gi: 

nm2tmmz.jx.mmntzz.t-z, n' - (2, 6-^^v7-nt>7irjv 

) -N- (3 hdri/7i-;V^^;i/) -N- (4-t^Jl'7i^) U 
T 0 . 4 6 g£t#fco 

1 H — NMR (CDCl a ) 5:0. 86 (3H, t, J=6. 6Hz) , 1. 1 
6 (12H, d, J = 6. 6Hz), 1. 20-1. 29 ( 1 OH, m) , 1. 
49-1. 59 (2H, m) , 2. 58 (2H, t, J = 8. 6Hz) , 3. 0 
2-3. 18 (2H,m), 3. 76 (3H, s) , 4. 87 (2H, s), 5. 
48 ( 1 H , s ) , 6. 60-6. 85 ( 2 H , m) , 6. 93 (1H, s), 
7. 0 9 - 7. 3 8 (8H, m) . 



mm 1 4 
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mm 1 5 




(4-^|>^>7x-;Mf;i/) (4-*W7i=M75>1. 6 5 
g£:2, 6-^-fV7nt/V7i-/V^V'>7t-M. 0 5 g % tti^JIS t 

t«$J2 iiiifiifcSiSiaa-rsciJi^s n- (4-7h^>7x-iM^) 

-N ' - (2, 6-^V7'P^7i-;i/) -N- (4-t^^7ir;i/) 
>)l/?0. 9 2 g£f#fco 

1 H-NMR (CDC1 3 ) 5 : 0. 86 (3H, t, J = 6 . 6Hz), 0. 9 
7. (3H, t, J = 7. 3Hz), 1. 15 ( 1 2 H , d , J = 6 . 6Hz) , 
1. 20-1. 30 (1 OH, m) , 1. 42-1. 69 (4H, m) , 1. 7 
9-1. 81 (2H.ni), 2. 59 ( 2 H , t , J = 7 . 9Hz), 3. 01 
-3. 16 (2H, m), 3. 94 (2H, t, J = 6 . OHz) , 4. 82 ( 
2H, s), 5. 41 (1H, s), 6. 77 (2H, dd, J = 2 , 6, 9. 
2Hz) , 7. 34-7. 23 (9 H, m) . 



mm 1 6 




(4-^>^jm^7ir;^fji/) (4-t7^7i-JP) 7^>5. 
4 5g£2, 6-i?-fV7*Dt:;i/7i^HV^?t-h3. Hg^Wfi 
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-N' - (2, 6-^>fV7 , D^/l/7x-;i/) -N- (4-#£*\>l/ 
7i-/l/) ^l/?0. 5 6g^ffeo 

l H — NMR (CDCI3) 6 : 0. 86 (3H, t, J = 6. 6Hz) , 1. 1 
6 (12H, d, J = 6. 6Hz), 1. 20-1. 30 (10H 3 m), 1. 
56-1. 62 ( 2 H, m) , 2. 59 (2H, t, J = 7. 9Hz), 3. 0 
1-3. 16 (2H.ni), 4. 82 (2H, s), 5. 04 (2H, s), 5. 
41 (1H, s) , 6. 89 (2H, d, J = 8. 6Hz), 7. 00-7. 5 
0 ( 1 4H, m) . 



mmm 1 7 




0 



4- [ (4-t^^7x_;v) $Ji§»^^;i/2. 6 5 g 

t 2 , 6 -SM V7°P t:^7i-M V^y^— h 1 . 6 8 g^Wt LT 
«f^J2 J;lBl^fcSMaTi.-hT\ 4- {[3- (2, 6-SMvrPt:;v 

?ir;p) - 1 - (4-*7^7i^i/) k] ^nmrn*** 

0.2 9 g*#fe 0 

1 H - NMR (CDC 1 3 ). 6 : 0. 86 (3H, t, J=6. 6Hz), 1. 1 
7 ( 1 2H, d, J = 6. 6Hz), 1. 20-1. 29 ( 1 OH, m) , 1. 
56-1. 61 (2H, m), 2. 59 (2H, t, J = 7. 9Hz), 3. 0 
1-3. 16 (2H,m), 3. 91 (3H, s), 4. 94 (2H, s), 5. 
51 (1H, s), 7. 06-7. 25 (7H, m) , 7. 39 (2H, d, J 
= 7. 9Hz), 7. 96 (2H, d, J = 7. 9Hz). 
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1 8 



10 




n»2 tmn^Rmmmtzztr, n- (4-^>7;7x-w^) -n 

5 5 - (2, 6-^>fV7DtJV7i^) -N- (4-^^^V7i^) t> Is 
T 0.49 g£t#fco 

1 H — NMR (CDC1 3 ) 6 : 0. 87 (3H, t, J=6. 6Hz) , 1. 1 

6 (12H, d, J = 6. 6Hz) 3 1. 20-1. 30 (1 OH, m) , 1. 

51-1. 63 (2H.ni), 2. 61 (2H, t, J = 7 . 9H z) , 2 

8-3. 14 (2H, m) , 4. 93 (2H, s) , 5. 56 (1H, s) 

07-7. 25 (7H, m), 7. 44 (2H, d, J = 7. 9Hz) , 7 
8 (2H 3 d, J = 7. 9Hz) 
1 9 



9 

7 . 
5 




OMe 



(2-/R^>7i^M^l/) (4-^f;i/7zrjl/) 7^>1. 4gt 
15 2, 6 V7°nh";i/7 3i-;b^ vi^Ti—Y 0. 9 6 g^WI4J:lt5l 
W2 i:l^1i{^SjiS»-r^c^T\ N' - (2, 6 y7-ne;t/7i-;p 

) -N- (2-^^>7i-JW^) - N - (4-t7f/V7i^) >>ly 
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71. 36 g^mtco 

1 H — NMR (CDC1,) (5:0. 87 (3H, t, J = 6. 6Hz) , 1. 1 
7 (12H, d, J = 6. 6Hz), 1. 20-1. 25 (1 OH, m) , 1. 
54-1. 67 (2 H, m) , 2. 57 (2H, t, J = 7. 9Hz) , 3. 0 
5-3. 20 (2H, m) , 3. 61 (3H, s), 4. 98 (2H, s) , 5 
55 (1H, s) , 6. 78 (1H, d, J = 8. 8 Hz) , 6. 91 (1H, 
t, J = 7 . 9Hz), 7. 08- 7. 23 (8H, m), 7. 43 ( 1 H , d 
d, J = l. 3, 7. 2Hz) . 

mmm 2 o 



CH 3 CH 2 . 




7i-Mvi/r^-h i.96 g*&mmnt vzmnw2 tmmtmmm 

TZZtZs N-^>^;i/-N' - (2, 6-^^V7n^7i-/l/) -N- 
(4-xfJl/7i-jV) «>1/71. 4 9g£tffco 

1 H - NMR (CDC1 3 ) 6:1. 16-1. 27 (15H, m) , 2. 60 ( 
15 2H, q, J = 7. 3Hz), 3. 02-3. 15 (2H, m) , 4. 90 (2 
H, s) , 5. 48 (1H, s), 7. 07-7. 3 3 ( 1 2 H, m) . 

mmm 2 1 

H 
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^;i/-N- (4-t^;i/7i^) — N 5 -7xn;i/^l/T 1 . 9 g£fffco 

'H-NMR (CDC1 3 ) 6 : 0. 88 (3H, t, J = 7. 2Hz) , 1. 2 

8-1. 32 ( 1 OH, m) , 1. 60 (2H.ni), 2. 60 (2 H, t, J 

= 7. 9Hz), 4. 90 (2H, s), 6. 22 (1H, s), 6. 95-7. 
3 1 ( 1 4H, m) . 
2 




[ (4-i;^Jl/7^7i-jl/) *=f-)V\ ] (4-p< F^J/7i^)7^> 
0. 5 4gh2, 6-^^fV7DhVV7i^/WV^7t-fO. 4 6mL£m 
10 $8Ii#4i: LTHWJ2 t|liltlt»Mii-f N' - (2, 6-^V7" 

Pb°;i/7x-;i/) -N- [ (4-^fJl/7>;7i-jV) — N — (4 

-^F^>7irjb) ^7 1/70. 6 9 g^|feo 

1 H — NMR (CDCla) <J : 1. 16 (12H, d, J = 6. 6Hz), 2. 
93 (6H, s), 3. 00-3.20 (2H, m), 3. 79 (3H 3 s) , 
15 4. 77 (2H, s), 5. 40 (1H, s), 6. 65 (2H, d, J = 8 . 
6Hz) , 6. 8 0 -7. 3 0 (9H, m) . 
3 
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CH 3 (CH 2 ) 7 - 




^>^;i/-N' - (2, 6 -sm V7"nt:;i/7i^v) -n- (4 -^^v? 

«0"J 2 4 



7 0gh2, 6 -SM v7Pt/I/7i-;K h 0. 6 8 g££BfgJIS 

^bTs *W0J2i:BIfllfcSJiSMr*ci:^ N ' - (2, 6-^V7oi^ 
JV7x-)V) - N— [ (4-y^^l/7^7i-/l/) -N- (4-x 

'H-NMR (CDC1,) <J : 1. 16 (1 2H, d, J = 6 . 6Hz) , 1. 
25 (3H, t, J = 7 . 2Hz) , 2. 64 (2H, q, J = 7. 9Hz), 
2. 93 (6H, s) , 3. 09 (2H, m), 4. 78 (2H, s) , 5. 4 
2 (1H, s) , 6. 66 (2H, d, J = 8. 6 Hz) , 6. 86-7. 22 
(9H, m) . 




mm 2 5 



49 



WO 02/14265 



PCT/JPOl/06902 




CH3 



-N' - (2, 6 -sm v7"Dt°;v7 x-;v) — n— [ (4-^^f;i/7?y7 

»)l/?0. 48 g£t#fco 1 5 1 - 1 5 2 °C 



;»j 2 6 




1 



[ (4-^^;i/?U7xz;i/) (4-^f;v7i-^) r^>0. 

7 0gh2, 6 V/PWl/7xrjH V^>T^— h 0. 69mL§W 

ftiitts H»Jl ^:l5|^t^J^SM-r§^i:-e^ N' - (2, 6-SMvrn 
bVV7x^;b) -N- [ (4-i?^^7U7x-jl/) -N- (4- 

^ib7i-;V) «7b70. 4 1 g£t#fc 0 iU&l 2 4~ 1 2 5°C 

^ mm 2 7 
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I 

CH3 



[ (4-^^w^;7xr;i/) (4--fV7 , P^7i-;i/) r 

^>0. 80gt2, 6-i?^Vroe;V7x-;V^ V*/71— b 0. 7 2g£ 
£H3gM«bT^ ^WJ2h|Sl1ifcSMa-r^-tT\ N' - (2, 
v7Dt;i/7i^v) -N- [ (4-^W^7j-;i/) p<^;v] -n- 

(4->fV7 , DK;i/7i-^ £1/7 0. 6 2g^fco 
1 H — NMR (CDC1,) 5: 1. 16 (12H, d, J = 6. 6Hz) , 1. 
23 (6H, d, J = 6. 6Hz), 2. 94 (6H, s), 3. 04-3. 1 
4 ( 2 H , m) , 3. 44-3. 51 (1H, m) , 4. 79 ( 2 H , s), 5. 
42 (1H, s), 6. 66 (2H, d, J = 8. 6 Hz) , 7. 07-7. 2 
3 (9H, m) . 



mm 2 8 




(4-tert-7 , ^Jl/7i^V) [ (4-y^W^7x=^) /5f-;v 
]7^>0. 7gi:2 ) 6 -5?>f V:/Pl?;i/7 x~;W V^T±— h 0 . 5 9m 

Lzmmmmthx, mmmitmn^^mmt^^tx\ n- (4-ter 

t-7^7x-jl/) -N' - (2, 6-^V7Pt;i/7x^) -N- [ ( 
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- 1 5 5 °C 

mmm 2 9 




(4-i^7i-;i/) (4-WJ;7i-/M?-/V) 7^>0. 63g 
£2, 6-y^V7"D^7i^/KV^7t-bO. 4 6mL£tB3grat u 
ts «M1 ^H^fc^JiSM-r^^^TN N' - (2, V7°nt?;W 
x~;i,) -N- (4-1^7 1-/^) -N- (4-W*'j;7x^W^ 
)!>l/70. 4 5gSHfeoijit 15 9-16 1°C 



mm 3 0 




t>^7irji/7^>l. 3g£2, 6 -y-f vrn h°;b7 x~;w y*/ 

N-^>^;i/-N' - (2, 6 V7°P ^l/7i-^) -N-7i^l/7V 
71. 8g&f#fc„ 

1 H - NMR (CDCI3) 5: 1. 17 (1 2H, d, J = 7 . 2Hz) , 3. 
02-3. 18 (211,111), 4. 92 (2H, s) , 5. 45 (1H, s), 
7. 0 9 - 7. 4 2 ( 1 3H, m) . 

mmm 3 1 
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N' 



80g^2, 6-^>fV7 , D^I/7xrHV , >^t-f0. 6 2 m L £ tBISJl! 

-n' - (2, 6 -yj v7'di;;v7i-;i/) -n- [ (4-^/f;v7^7 

xn;i/) >>l/70. 7 1 glffeo 1 6 5 - 1 6 6°C 



[ (4-^f;i/757 7irj|/) (4-7"DbVl/7x-;i/) 
>0. 80gt2, 6-^^fy7DbVb7i=;WV^7t-hO. 7 2g£tfi 
««JlbT, «^J2^|l)«t^»-r§Cli:T', N'- (2, 6-iMV 
7"nt>7x-;v) -N- [ (4-y^W^7i-il/) pWV] -N- ( 
4 -7°DhVV7x-;b) «>i/70. 5 lg^Hfeo 

1 H — NM.R ( CD C l s ) 6 : 0 . 9 2 (3H, t, J = 7. 9Hz) , 1. 1 

6 (12H, d, J = 6. 6Hz), 1. 58-1. 67 (2H; m) , 2. 5 

7 (2H, t, J = 8. 0Hz), 2. 93 (6H, s), 3. 04-3. 14 
(2H.ni), 4. 78 (2H, s), 5. 42 (1H, s), 6. 66 (2H> 
d, J = 8. 6Hz) , 6. 86-7. 22 (9H, m) . 




CH 3 
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I 

OH, 



[ (4-^^7U7xz;|/) 7irjl/7^>0. 70gt2, 

MW2tm$l£Rlfo9BM-r2>z.t-£ s N ' ~ (2, 6-^^ V7P^I/7i^V 
5 ) -N- [ (4-^^l/7U7x-jb) -N-7x-;i/^l/70. 

1 H — NMR (CDC l a ) 6 : 1. 15 ( 1 2H, d, J = 7. 2Hz), 2. 
93 (6H, s), 3. 05-3. 15 (2H, m) , 4. 81 (2H, s) , 
5. 40 (1H, s ) , 6. 65 ( 2 H , d, J = 8. 6Hz), 7. 08-7. 
10 2 0 (7 H, m) , 7. 3 0 -7. 7 6 (3H, m) . 
3 4 




N' - (2, 6-^V7DWx-;b) — N— [ M-sm^thps; 
7x-;i/) — N — (4->fV7 , P^l/7x-;V) -71/76. 7g®SI 

if«5 0mLt:s 77;H8l. 6 gco^ * J -;b«3 0 mL ^jjp^Tff 
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- (2, 6-^V7P^7i^) -N- [ (4-^W;;7i^ 

) -N- (4-^V7'Pf;v7x-jv) 9/10 y?)\,ffl&2 . 

5 g£t#fco ift^ 2 0 3 - 2 0 6°C 

mm 1 3 5 



[ (4-^^;i'7^7i-^) (4-iF^>7i-JV) 
1. Qgt2, 6 -SM V7P^7 xn;i/-f h 0 . 89g*» 

3&i;LT, t|B|^fcHMat-§Cl^T% N' — (2, 6-SMV7'D 

h°;i/7x^;i/) -N- [ (4-^^A7^7i^l/) ^^^] -N- (4- 
x f>^^>7^-;i/) ->l/70. 9 3g£l#fc 0 

1 H — NMR (CDClj) 5 : 1. 16 (1 2H, d, J = 6. 6Hz), 1. 
40 (3H, t, J = 8. 0Hz) , 2. 93 (6H, s), 3. 03-3. 1 
8 (2H, m) , 4. 02 (2H, q, J = 6. 5Hz), 4. 7 5 (2 H, s 
) , 5. 40 (1H, s) , 6. 66 (2H, d, J = 9. 2Hz), 6. 86 
(2H, d, J = 9. 2Hz), 7. 03-7. 20 (7H, m). 

mum 3 6 




CHj 
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^>i. og^2, 6-s;-r V7°nhvi/7x-;i/-f vs/r^- h o. 8 3g#m 
^M^bTs *»0S2fcH«lfe:R««ffl-r*J:i:*C> N' - (2, 
7°nb';i/7x-;i/) -N- [ (4-^^^7^7x-ji/) -N- ( 

5 3->fV7 , D^l/7i-;i/) <)I/7 0. 4 0gS§fe. 

1 H - NMR (CDC1 3 ) 6 : 1. 16 (6H, d, J = 6. 6Hz) , 1. 1 
7 ( 1 2 H , d, J = 6 . 6 H z ) , 2. 81-2. 89 ( 1 H , m) , 2. 9 
2 (6H 5 s), 3. 00-3. 30 (2 H.ni), 4. 80 (2H 3 s) , 5. 
40 (1H, s), 6. 65 (2H, d, J = 9 . 3Hz), 6. 96-7. 3 

10 1 (9H, m) . 



(4-^WU7i^;i/) [ (4-^^W^7i-;i/) 
r^>l. 05gt2 ) 6-y^VroK^7i=My^-H. 0 3g 

hwj2 tBHifcsjeiMtacfcTs n' - (2, 6-^ 

15 ^V7PHV7x-jV) -N- (4-^W^7i-JV) -N- [ (4- 
^f;V7U7i-JV) 171/7 0. 8 15 g£t#fco 

1 H - NMR (CD CI,) <J : 1. 16 (12H, d, J = 6. 6Hz) , 2. 
93 (6H, s), 2. 94 (6H, s), 3. 01-3. 19 (2H, m) , 
4. 75 (2H, s), 5. 48 ( 1 H, s), 6. 65 (4H, d, J = 8. 

20 3Hz), 6. 98 (2H, d d , 3 = 2. 0 , 6. 6 H z ) , 7. 14-7. 

2 1 (5H, m) . 



3 7 




WO 02/14265 



PCT/JPOl/06902 



mrnm 3 8 




>1. 0gt2, 6-^^V7 , DC^7i=My5'7t-h0. 99g£ffi3§ 
MHt KE*fc«2i:RI*fcRJfe«ka-r*Cfc*Cx N' - (2, 6-SMV7 
pt";V7x-;i/) -N- (4->f V7*nlf;i/7x-;i/) -N- [ (4->fV7*n 

1 H - NMR (CDC 1 3 ) 6:1. 16 (12H, d, J = 6. 6Hz), 1. 
23 (6H, d, J = 6. 6Hz), 1. 25 (6H, d, J = 6. 6Hz), 
2. 8 9 (2H, m) , 3. 1 0 (2 H, m) , 4. 8 6 (2H, s) , 5.4 
8 (1H, s) , 7. 0 8 -7. 2 5 ( 1 1 H, m) . 



(4-^ V7-Dlf;i/7x-;i/) H-)VT\y\.. 13gfc2, 6-^V7" 

BLJfommtZZh-e^ N' - (2, 6-^^V7n^V7x-/V) -N- (4- 

1 H — NMR (CDClj) (5:1. 16 (12H, d, J = 6. 6 Hz) , 1. 
27 (6H, d, J = 6. 6Hz), 2. 87-3. 01 (1H, m), 3. 0 



»J 3 9 
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4-3. 27(2H, m), 3. 32 (3H, s), 5. 51 ( 1 H, s) , 7. 
10 (2H, d, J = 7. 3 Hz), 7. 18 (1H, d, J = 6 . 6Hz), 
7.3 3 (4H, s) . 

mum 4 o 




a-razt^ n-^;i/-n'- (2, 6-^y7DK/i/7i^) -n- 

(4->fV7DWx=A) i)l/7l. 3g^lL 

'H-NMR (CDC1 3 )<?:0. 91 (3H, t, J = 7. 2Hz), 1. 1 
6 (12H, d, J = 6. 6Hz) , 1. 27 (6H, d, J = 7. 2Hz) , 
1. 30-1. 60 (4H, m) , 2. 87-3. 01 (1H, m) , 3. 04 
-3. 27 (2H, m), 3. 72 (2H, t, J = 7. 3Hz), 5. 38 ( 
1H, s), 7. 05 (2H, d, J = 8. 6Hz), 7. 19-7. 35 (7 
H, m) . 



mmm 4 1 




0 



XYO. 6gt2, 6-^-fV7oWir;HVi/7t- hO. 4 6mL£ 
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mmntLx, mnmi tmrntem^mtzzt-e, 4- [3 - (2, 6- 

y>fV7Pt;i/7i-;i/) -1- (4-i^7i-;i/) £i/-f -N, 

N-^^fM>X7U*0. 3 4g«o 1 7 0- 1 7 2°C 

4 2 




{ [4- (*?*?)\/7§ J 7x^V] (4-l^7i^ 

)7^>0. 51gh2, 6 -y-f V7*Pe;i/7xr.;W V*/T±-Y 0. 42 

^•csneara^fcifN n* - (2, -n- { 

[4- 7x-;H -N— (4-if/V7i- 

;b) ^lyT 1 . 2 1 g&*# fco 1 4 5 - 1 4 6°C 



mm 4 3 




H 3 C-N 

CH 3 



[ (4-^W^77i-;p) (2->f V7°ntr;t/7x-;i/) ^ 

JIS4i:LT> HWJ2 J:|5l|ltMJSM1-^-^T% N' - (2, 6-^^V7* 
Df/WinjV) -N- [ (4-^W^7 7i-^) *=f-)\>~\ -N- (2 
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-4 V7D^7i^;i/) «)U70. 24g%mtz 0 

1 H-NMR (CDC1 3 ) 6 : 1. 15 (1 2H, d, J = 6. 6Hz), 1. 
22 (3H 3 d, J = 6. 6Hz), 1. 29 (3H, d, J = 6. 6Hz), 
2. 93 (6H, s) , 3. 09-3. 14 (2H, m), 3. 33-3. 49 
(lH,ra), 3. 96 (1H, d, J = 1 4Hz) , 5. 30 (1H, s), 
5. 4 9 (1H, d, J = 14Hz), 6. 62 (2H, dd, J = 2. 0, 6. 
6Hz), 6. 7 7 (1H, dd, J = l. 3, 6. 6Hz), 7. 08-7. 
44 (8H, m) . 

mmm4 4 




10 [ (4-W^7^7izjl/) (3, 4-W^l/7i-jb) 7 

4gi:2, 6-^-<V7°Pt:;i/7x-;i/^viyr^— h l. 5 g£ffi3g 

mntbx, mmm2 tmmtRfommtzztTz, n'- (2, 6-^v7 

Db°;i/7x-;u) -N- [ U-S^^l/T^y 7:n-;i/) -N- (3, 

15 1 H-NMR (CDC lj) 6 : 1 . 16 (12H, d, J = 6. 6Hz), 2. 
22 (3H, s), 2. 24 (3H, s), 2. 93 (6H, s), 3. 05- 
3. 20(2H,m), 4. 78 (2H, s), 5. 45 (1H, s), 6. 6 
6 (2H, d, J = 8. 6Hz), 6. 86 (1H, dd, J = 2. 6, 8. 0 
Hz) , 6. 98 (1H, d , J = 2 . 0Hz) , 7. 08-7. 20 (6H, 

20 m) 

mum 4 5 
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CI 



[ (3, 4-^Pn7i-;i/) (4->fV7PK^7x=;i/) 
>2. 5g£;2, 6-^>fV70t:jV7i-HVi'Tt-h2. 7g^M 

— n 5 - (2, 6-^vrp^;i/7x-;i/) -N- 

5 P^7i^l/) ^1/7*1. 2g*Hfco 

1 H — NMR (CD CI,) 6 : 1. 19 (1 2H, d, J = 7. 4Hz), 1. 
24 (6H, d, J = 6. 6Hz), 2. 9 2 (1H, m) , 3. 08 (2H, 
m) , 4. 83 (2H, s) , 5. 51 (1H, s) , 7. 09-7. 29 (8 
H, m) , 7. 35 (1H, d, J = 8. 5Hz), 7. 47 (1H, d, J = 

10 2.0Hz). 



mm 4 6 




CH 3 

(3, 4-^Pti7x-jP) [4- (^W^7i-;V) pWI/] 7* 
*>1. 8g£2, 6-^^V7D^7i-;WVi/?t-M. 6g&mi§ 

m^fcUTiiJtwi fcHflUfcfiAAat-aiii:^ n- (3, 4-^oo7x 

15 -;v) -N 5 - (2, 6 -y-f V7n^l/7i-;i/) -N- [4- (sM^y 
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7x-;i/) tUTO. 8 2 gZmzo Njft 1 1 9 - 1 2 1°C 




[(2, 4-^K>>7i^)^f;i/] (4-4 V7D ^7x^) T 

$>i. ogi:2 3 e-y-fyrn Wi-KVi/rt-n. 2g£M 
j^n-^lt^ mnw2tmmfc£i}i&mmtz>zbT\ n j - (2, 6-^4 

Dtr;V7x-;i/) -N- [ (2, 4-i^ hdri/7x-;i/) -N- (4 

1 H — NMR (CDC1,) <5 : 1. 16 (1 2H, d, J = 7. 4Hz), 1. 
22 (6H, d, J = 6. 6Hz), 2. 81-2. 91 (1H, m) , 3. 0 
5-3. 17 (2H.ni), 3. 54 (3H, s), 3. 79 (3H, s) , 4. 
90 (2H, s), 5. 50 (1H, s), 6. 35 (1H, d, J=2. OH 
z) , 6. 45 (1H, d, J = 8. 0Hz) , 7. 08-7. 34 (8H, m 
) • 



MM 4 8 




[ (4-^W^7ir;;V) (2, 4-^fJV7x^) T 
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5 

10 



15 



ittiiuy mmmitnm^R^mmir^^t^, n 5 - (2, 

D lf;V7x^) -N- [ (4-y^WU7i-;V) -N- (2, 

4-j;^^7i^) ^^70. 7 8g» K 10 0°C 

mum 4 9 



[d] i, 3-$?**yi'>-5->f;M* L ;i') (4-^vroK;v 

tti&JSUttfcLT, HiS«|2i:H«lt:S^afSc:i:t?N N- (^>V* [d] 1, 
3-^**VI/>-5->f^^/l/) -N'- (2, 6-^V7-p^7x- 

_ N _ (4-^y.7 , Dt;i/7j-;i/) fyl/Tl. Og^ifeo 
'H-NMR (CDC1 3 ) 5:1. 18 (1 2H, d, J = 7. 4 Hz) , 1. 
24(6H,d,J = 6. 6Hz), 2. 81-2. 99(1H, m), 3.0 
3-3. 17 (2H.ni), 4. 7 9 (2 H, s) , 5. 46 (1H, s) , 5. 
94 (2H, s) , 6. 68 (2H, d, J=l. 3Hz), 6. 91 (1H, 
s), 7. 09-7. 25 (7H, m) . 

%m\n 5 o 



[ (2, 4-^f^7x^) (4-fV7DW7x^;i/) 7^ 
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>2. 2gt2, 6 - J?>f V7u t^7x-;W V*y7t- h 2 . 7 g*&%m 

utLx, m-mmitmmz&j&mm-rzzbn, n'- (2, 

h°;i/7x-;i/) — N— [ (2, 4-y^fJV7i^b) -N- (4-4 

V7DW7z^) i>i/70. 5 6g£f#fc 0 Hu£ 10 0°C 




(4-t7xrHWfM (4-4 V7Pt?;i/7x-;i/) 7* > 1. Og 
i:2, 6 -V4 V7W)V7 v*/T±- Y 0 . 8 8g^ffiWi:bt^ 

^H^2i:l^flltSJfe«ia , ra3i:-c N N- (4-K7 i-JW ;M ?-;!/) -N 
' - (2, 6-^V7D^7x-ji/) -N- (4-4 vrntVl/7x-;i/) 
10 i)l/7 0. 8 8 g£?#fco 

1 H — NMR (CD CI,) 6 : 1. 18 (1 2H, d, J = 6. 6 Hz) , 1. 
24 (6H, d, J = 6. 6Hz), 2. 91 (lH,m), 3. 11 (2H 3 
m) , 4. 93 (2H, s), 5. 51 ( 1H, s), 7. 10-7. 62 (1 
6H, m) . 

15 mmw 5 2 




[(4-7WP7xrjl/)^jb] (4-^7 7 , OhVl/7x-j!/) 7^>2. V 
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-n - [ (4-7Mn7i-;i/) -N- (4-^;^^ 

7i^) >^1/T0. 8 2 g^fffeo m& 80°C 
5 3 




Igt2, 6 -SM x~;W Vi/Tjr— h 2 . 1 g * tti^IC3jS4 1 b 

_ N ' - (2, 6-^-fV7°Pt>7x^l/) — N— (4-^V7*n^7 
10 x-;i/) ^l/T 1 . 2g£f#fco 

1 H — NMB. (CDC1 3 ) 6:1. 16 (1 2H, d, J = 7. 3Hz) , 1. 
24 ( 6 H , d, J = 6 . 6Hz) , 2. 85-2. 95 ( 1 H, m) , 3. 0 
0-3. 15 (2H, m), 4. 82 (2H, s) , 5. 48 (1H, s) , 7. 
05-7. 13 (4H.ni), 7. 18-7. 30 (5H,m), 7. 35-7. 
15 4 5 ( 2 H, m) . 
4 
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JV)T$.>7. Ogb2, 6-y-iV7U¥)l7x.-m Vi/T±-Y 5 . 5 m 
L^fflMJ:lt> «^J2 i:|RI#{c«^M-rS^tl!^ N' - (2, 6- 
i^-f V7°nh°;i/7ai-;i,) -n- [ (4-h Kp*->-3--^ h*is7^-)l) 
5 -N- (4--T V7"Pti';i/7x-;i/) i)i/70. 6 5 gtffc„ 

1 H - NMR (CDC1 3 ) 5:1. 16 (12 H, d, J = 7. 2Hz) , 1. 
23 (6H, d, J = 6. 6Hz) , 2. 86-3. 00 (lH,m), 3. 0 
3-3. 31 (2H.ni), 3. 82 (3H 3 s), 4. 78 (2H, s) , 5. 
41 ( 1 H , s), 6. 55-6. 68 ( 1 H , m) , 6. 70-6. 80 (1 
10 H, m) , 7. 0 1 -7. 2 6 (8H, m) . 



T^>2. 4gt2, 6-SM 7 70^7 1-;^" V^T^— h 2. lg£fcB 

^Ji*4i:tTs ^»J2 tisiiifcjx«a-r§^hT\ n'- (2, 

15 7°Pt;b7x-;i/) -N- (4-^V7Pf/l/7i_/V) -N- [ (4-HJ7 

Mu^f-Ji/7i-;i/) ^1^71. 4g^||feo 

1 H — NMR (CDCI3) 6 : 1. 17 (1 2H, d, J = 6. 4Hz), 1. 

24 (6H, d, J = 6. 5Hz), 2. 89-2. 98 (1H, m) , 3. 0 

5-3. 18 (2H.ni), 4. 94 (2H, s), 5. 52 (1H, s), 7. 
20 0 5 - 7 . 3 0 ( 7 H, m) , 7. 45 (2H, d, J=7. 9Hz) , 7. 5 

5 (2H, d, J=7. 9Hz) . 



mm 5 5 




mm 5 6 
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(3j 5-y-tert-W4-th'D^^7x-;V^;V) (4->f 

N- (3, 5-^-tert-^4-tFP^>7x-^fJl) -N' - 
(2, B-^vroK^i^) -N- (4->f vrn^7x^) <7l/ 
TO. 82 g£fffco 

1 H — NMR (CDC1 3 ) 5:1. 15 (1 2H, d, J = 7. 3Hz) , 1. 
23 (6H, d, J = 7. 3Hz) , 1. 38 (18H, s) , 2. 85-2. 
98 (1H, m) , 3. 00-3. 16 (2H, m) , 4. 80 (2H, s), 
5. 11 (1H, s) , 5. 44 (1H, s) , 6. 99-7. 26 ( 9 H, m 
) • 



mm 5 7 




>2. 7gfc2, 6-^^fV7P^l/7xrjHV^7t-f > 2. 
Si:bT, =WJ2 J:|5l1ifc««1~a3J;-?r, N- [ (2, 4-5>*BD7 
x-;p) -W- (2, e-^V/O^x-jl/) -N- (4-^f 
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1 H - NMR (CD CI,) 6 : 1. 17 (12H, d, J = 6. 6Hz) , 1. 
23 (6H, d, J = 6. 6Hz), 2. 85-3. 00 (1H, m), 3. 0 
0-3. 20 (2H,m), 5. 03 (2H, s) , 5. 58 ( 1 H, s) , 7. 
10-7. 31 (9H, m) , 7. 50 (1H, d, J = 7. 9 Hz) . 

MMM 5 8 




n- [ (4-^>j;M^>7i-ji/) -N' - (2, 

p x-;i/) -N- V7u\Z)\/7 x. =.)],) ->l/75. 23 gtl0 

%Pd-C 0. 6g^Sl7> ; E-^A3. lgCD^^y-/V«Si§T5 

7DYh//77^-?lSltN'- (2, 6-S>-f V7*Dt/b7x-;p) -N 
- [ (4-t F"Ddri/7x_jl.) — N— (4-^V7"Dh'^7x-jV) 

^b^O . 78 g^fffeo 

1 H - NMR (CDClj) 5 : 1. 15 (12H, d, J = 7. 3Hz), 1. 
24 (6H, d, J = 7. 3Hz), 2. 85-2. 93 ( 1 H, m) , 3. 0 
4-3. 12 (2H,m), 4. 79 (2H, s) , 5. 46 (1H, s), 5. 
92 (1H, s), 6. 64 (2H, d, J = 8. 6Hz), 7. 05-7. 3 
0 (9 H, m) . 
mMM 5 9 
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I 

CH 3 



[ (4-^W^7i-;v) (4- h 'J7Mn^/P7x 

-;V)T^>1. 0gi:2, 6-SM y7PK^7i=HVm-h 0. 8 

-^vrn^jv7x^) -N- [ (4-^W^7i-;i/) 

_ N _ (4_ \) 7MD^/l/7i- t>\sT0 . 2 3g^fL M 1 
2 9 - 1 3 0 °C 



mmm e o 




>2. 0gh2, 6 -SM V7P x-;W Vi/T-^— h 2 . lg^m^JI 
#4fcbT> ^Jtl^J2 JiHWfcfilGlWracfc-C^ N' - (2, 

-N- (4-4 V7°P bVl/7x-;i/) -N- [ (4-^;i/M 

1 H - NMR (CDC l a ) 8 : 1. 16 (12H, d, J = 7. 3Hz), 1. 
23 (6H, d 1 J = 7. 3Hz), 2. 48 (3H, s) , 2. 80-2. 9 
8(1 H, m), 3. 01-3. 15 (2H.ni), 4. 84(2H, s), 5. 
46 ( 1H, s) , 7. 08-7. 26 (11H, m). 
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mnm 6 1 




(4-fV7P^7i^) {[1- (4-h'j7^tD^^M>^) 
t:^^-;u-4-^;v]p<^;i/}T^> 1. 1 7 g© Wl/X> 2 0 mL§*t, 2, 

x-^;Vii^®a:^;i/(D?I^r^T^^ts N'— (2, 6 -5> A V7°D hVV 
:7x~;v) -N- (4--T V7"Plf;i/7x-;b) -N-{[ 1 - (4-h>j7^t 
p**-/w<>y;i/) K7V-/i/-4->f;H^^W^U7l. 2 3 g^ff fc 0 ife 

^ 1 3 4 - 1 3 5 °C 
H»j 6 2 




x;i/) 7$>0. 17g0 5mLh;n>iiC2 ) 6 -SM V7"d tr;i/7 
V^T*- h 0 . 1 2mL^jD^s Lfco 

*5A£pt h^*7 7^-TlSU N — [ ( 1 - t>^Vt'7y-jl/-4-^ 
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}]/) _ N >_ ( 2 , 6-SM V7V¥)]s7 x.-K) -N- UV7nf 

1 H — NMR (CDC1 3 ) <? : 1. 12 (12H, d, J=6. 8Hz) , 1. 
25 (6H, d, J = 6. 9Hz), 2. 88-3. 06 (3H, m) , 4. 6 
7 (2H, s) , 5. 25 (2H, s), 5. 3 9 ( 1 H, s ) , 7 . 0 8- 
7. 3 1 (1 2H, m) , 7. 4 1-7. 43 (2H, m) 
3 




(4->fy/n^7i-/i/) ( U-[ (4-^;i/-2-tfU^) 
10 ;i/]tf^^-;i/-4--f;v} ^>o. 42gh2, e-^v^nK 

jl/7x-jHVi/Tt-h0. 4 2mL*ffl»JK**i:l/C£ifi0!l6 2 

'- (2, v/n^7x-;v) -N- (4->fvrn^i/7i-;i/) 

_ N _ ( {i-[ (4-^f-;i/-2-KU^) ^f/l/]K7^-/!/-4-^H 
15 pWl/) £l/:TJ&&*S0. 3 3g&?§fco 

1 H — NMR (DMSO-d 6 ) 5: 1. 08 (12H, d, J = 6. 9Hz) , 
1. 20 (6H, d, J = 6. 9Hz) , 2. 51 (3H, s), 2. 85- 
2. 9 4 (1H, m) , 3. 02-3. 11 (2H, m) , 4. 67 (2H, s 
), 5. 72 (2H, s) , 7. 07-7. 09 (3 H, m), 7. 16-7. 
20 19 (3H, m) , 7. 2 7-7. 3 0 (3H, m) s 7. 42 (1H, s) , 
7. 77 (1H, d, J = 5. 6Hz), 7. 83 (1H, s) , 8. 74 (1 
H, d, J = 5. 9Hz) 
4 
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rs>i. igt2, vrDtvi/7x-;i/-f v^t^- h 1 . 13 

mL^m^M*4^ Lxmrnme 2 tmm^^mmir^ztr, n*- (2, 6 

-^v/Dt;i/7i^) -N-[ ( 1 -^\7°^^t°^^-;i/-4 ^ 

f-;i/]-N- (4-^V7"Dt/l/7i-Jl/) ^1/71. 3 5g£f§£ 0 
1 H - NMR (CDC 1 3 ) 5:0. 88 (3H, t, J = 6. 7 Hz) , 1. 
15 ( 1 2 H , d, J = 6 . 6Hz) , 1. 24-1. 28 (14H, m) , 1 
77-1. 78 (2 H, m) , 2. 88-2. 98 ( 1 H, m) , 3. 00-3 
09 (2H, m) , 4. 04 (2H 5 t, J = 7. 1Hz) , 4. 67 (2H, 
s), 5. 42 (1H, s) , 7. 09-7. 2 1 ( 5 H, m) , 7 . 2 7 ( 
2H, d, J=8. 2Hz) , 7. 35 (1H, s) , 7. 43 (1H, s) 

mmm 6 5 



(4-4 vrntf;i/7x-;i/) [ (2-^< h=^>- 5 -ku 
T^>0. 50gh2, 6 - i?^ V 7D K;i/7 in;W V h 0 . 6 3m 

L%&%m®hLTnnW6 2 ^ICMjSIlt &££T% N'- (2, 6- 
^V7Di;;i/7i^) -N- (4-^fV7D^l/7ir;i/) -N- [ (2- 
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^ 10 



15 



l H-NMR (CDC1 3 ) 5 : 1. 16 (1 2H, d, J = 6. 7 Hz) , 1. 
2 4 (6H, d, J = 6. 9Hz) , 2. 8 7 - 2. 9 6 ( 1 H, m) , 3. 0 
0-3. 0 9 (2H, m) , 3. 9 2 (3H, s) , 4. 8 1 (2H, s) , 5. 
45 (1H, s) , 6. 71 (1H, d, J = 8. 3Hz), 7. 06-7. 1 
2 (4H.ni), 7. 2 2-7. 2 7 (3H, m) , 7. 7 3 -7. 8 8 ( 1 H, 
m) , 7. 88 (1H, s) 



(i_x^t7 - 4 - ^ ;m (4->fV7"DWx-;v) 

T5.> 3 6 5mgi:2, 6 — V7"0 fc!JW VisTi h 3 0 5mg§M 
^tlt»2^it:MltSCi:^ N' - (2, 
;1/7l -^) -N- (l-xf/I/t;7V*-;H4-^/M^) -N- (4->f 
V7"nt>7i-jV) # 1/7 5 3 0 m g£#fco 

1 H - NMR (CDCI3) 6 : 1. 14 (12H, d, J = 6. 9Hz), 1. 
26(6H,d,J = 6.9Hz), 1. 45 (3H, t, J = 7. 3Hz), 
2. 94 (1H, sept, J = 6. 9Hz), 3. 04 (2H, sept, J 
= 6. 9Hz) , 4. 12 (2H, q, J = 7. 3Hz), 4. 66 (2H, s 
) , 5. 41 (1H, s), 7. 09-7.29 (7 H, m), 7. 34 (1H, 
s) , 7. 36 (1H, s) , 7. 48 (1H, s) 

mm e 7 



■mm 6 6 
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( 1 - i^t/t77-;i/-4-f;M^) (4-^V7Dlf;V7x-jV) 

tumii hisiiitcRiiSM-r^c ^-e, n'- (2, 6-^^7x^) 
-N- ( l -^^-;i / tf^^-;i,-4-^; l/ ^^- ;l/ ) -N- (4--r vrn t:;i/7 
x-;i/) ->l/7 5 1 Omg^ffeo H^l 0 7. 6°C 
1 H - NMR (CD C 1 3 ) 6 : 1 . 26 (6H, d, J=6. 9Hz), 1. 
45 (3H, t, J = 7. 3Hz), 2. 18 (6H, s) , 2. 93 ( 1 H, 
sept, J = 6. 9Hz), 4. 13 (2H, q, J = 7. 3Hz) , 4. 6 
9 (2H, s) , 5. 49 (1H, s), 7. 01 (3H, s), 7. 15 (2 
H, d, J = 8. 4Hz), 7. 27 (2H, d, J = 8. 4Hz) , 7. 34 
(1H, s) , 7. 44 (1H, s) 

mmm 6 8 




(4-^V7p^7i-;i/){(4-(2, 2, 2-h ij7;u^p^ h^>> 
) 7x^)^j|/}7^1. 12g0hjl/x>15mLMts 2, 6-$> 
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^;i/T!S*ftU N'-(2, 6-^vrn^7x-/V) -N- (4-4V 
7 p^7xr;V) -N-{ (4- (2, 2, 2- b U 7^nx h *>» 7* 

M»J 1 

h— X 1 2 5mg 

n->**-?- 7 5mg 

io 4mg 

g U 215mg 
SWJ2 

15 

mum i ©ft^-tj i o m g 

j.„x 1 6 5 mg 

20 £7°-fe;H{@#fi* 2 0 0mg 

mmm 3 

H»J 1 ©{b^-^I 0 . 2 g 

25 S&7-fcU > 9 7. 8 g 

^aa 1 0 0 g 
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mm 4 

MM 1 ©ft£#J 0. 2g 

5 Jl<b± h 'j r>A 0. 9 g 

£M 1 0 0 g 

MftJ^J 5 

io 

mmMKDit&m o. ig 

ttflj^.hUtJA 0. 3g 

±S« 1 0 0 g 

15 -Has (i) <D<b&m<D*tiitmmmm&, ^r^mt-motAm^^xu 
mmm i : c 5 a.%<gfo®&um 

C 5 afcK!Mb£to©C 5 a$$4tt£&l&Sfp'ftttC 5 a bfc 
bhifittU-9 3 7 (human histiocytic lymphom 

20 a line) <h [ 125 I] — t b C 5 a (7Tv , tA7 7^Y^7/Htr^ 
) £v;i^^D-> (MILL I PORE) *T?Kl6*^Sggfr^|filSftlc: 
ct^iLfco Jf, U-9 3 7|MlmM dibutyryl cycl 
ic AMP (dcAMP, S^v) t*2 BWf LTC5 afM^^i^t 
(dcAMP-U-9 3 7iH), Binding buffer [50mM 

25 HEPES, ImM CaCl 2 , 5 mM MgCl 2 , 0. 5%bovine 

serum albumin (BSA, S^v) , 0. 02%NaN 3 (pH7. 

2) ] tlit, -8 0°Cfc^Lfe o ^KKtt, Sli6fiii«CliM?Lfc5 0# 
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L©dcAMP-U- 9 37ttISf^ 25^L©Binding Buff 
ep*t<ttWWb««^ ££t>*2 5//L© [ l2S I] -C5ai$ (** 

S2oopM) ij->©#£x;i/fc*inL , tiM&ufco 

5 SDLfeo 4-Cfc:felvC2*IHs O^^bt^ *fl*tt&*tF3 0 0/£ 
L©Binding buf f e r©*flri*4iait!>)B*£ fcfc «t *K 

>T**>*-*JflVVt«febfc. IMJMb*«l®C5afS£MF* (XII) © 

%Pi«=10 0- [(Test-Non) / (Total -Non)] xlOO 
[ 12S I] -fchC5 a©*S££5 0%lfigrSiS8Mti£1*J©«& ( 
ic„tf) *2jft»Htt£*0*abfc» c©IMi*«^Ts ^»J3 4© 
15 ft^f»0lC S o flSttl OOnmol/L^oL 

ewj2 : c5 a.mmm^M(Dmm^c a.^mmmm^nt^im 

t f»|ii)^Lympho lyte-poly (Cedarlane) 

l%Fetal bovine serum ( 
FBS) £«bfc Hank's Balanced Salt Soluti 

20 on (HBSS, GIBCO B R L ) HIS bfco #*»B# ( 5 x 1 

0 6 i/mL) i:«g5//M0Fura2-AM (Htfc^flffcffi) fcfcJWU 
3 7°Ct*5V^T 4 0#BH >*a^- h bfeo s^fti^tiKM, 
1 x 1 0 6 i/mL©lgCIibfcc M^Ca 2 + m^©iJ^M^^S 
ff- (CAF-1 10s B*#ft) 3 4 0nmi:3 8 0nffi«lfc 

25 |05OOnmt*&*t*WE (*** E x 3 4 Oik ft#*Ex 3 8 0«fc 
Ufe) ©it (Ex 3 4 0iL/Ex 3 8 0iD fr?>f?mbfco *J8>t^ «©5# 
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L) fc#&U 3 7°CI:Mbfc„ 3 7°C£l££bfcCAF- 1 1 0J3 

5MCSit(L(Diit3BbfC5a (WttlOOpmol/L) ftttftlU 
»l^Ms *je*«Hlbfco tt^Ts »«ftO. 2%Triton X-100 
§»LTs ir©B#©E x 3 4 OfjtTfe-S s b 2fi^<tU t Ex 

3 4 Ofg/Ex 3 8 0{ST'&£Rmaxffi^iJ£L£o #fc\ «l3mmo 1 
/LCEGTA^IJiDlT, W®Ex3 4 OfitftSsf 2fjl£ £t>*E x 3 

4 0/Ex 3 8 0«TMRminl@£$iJ^Lfco cnfecp«€tS**»6fiJlT© 

«*rtCa«*Wt = (Ex340g/Ex3 8 0t)-Rming 
(nmol/L) Rmaxl- (Ex3 4 0i/Ex38 01) X224X (s f 2/sb2) 

rtCa 2 + M^p©tf-^fjt^Max s l»b^t!*«s C5a*$!i 

5 a(3j;DP#^^^|fijjjg|^Ca 2 + Mt|Jn©b"-^tt§Te s t fcbT&T© 
%mm= 1 0 0 - [ (Te s t-Mi n) / (Max-Min) ] xlOO 

^»J3 4©{b^ti©IC 50 fji(i5nmol/LT»$)ofco 3-fc s 10/zm 
o l/L(Dmit&W3 4©^#9^»b-r*>«p t gCa 2 + ©JiiD^W1-S^i: 

^»J3 : C5 afiJ^^©^Igmffl0^fc^-r-Sftffl 

b r5fc*8ftMJfofr£L ymph o lyte-poly (Cedarlane) 
m^^H^BlU UOFetal bovine serum( 
FBS) ^rrimmo l/L(D)l*J~)l (MMmxiD ^ILfeHan 
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k's Balanced Salt Solution (HBSS, GIBC 
0 BRL) tlibfco SW8ffiW9 6^j^l/"F»0^U 
(MicroLumat, ^;i/h-;H«) £<Sifflbfco T&tot-s lxl 
0 5 ffl/ 1 5 0 n L (Off * V 2 5 // L <z>KIMb*tttt*ft * 

37°Ct^bfeMicroLumatt-fe^bU |t)5«Ilfeo 
ttt^ts 25/zL©C5a (»«ft3 nmo 1/L) ft*JDbfc«s * 5 ^ 

«CJ;aC5aJW«***C*«'*»tt«*M4©lfl** ©**H^ 

* fS* M i n, .«*fc£««inB# fc: *5 WC C 5 a fc <fc !> R#£ ft* rStti^ 
it40^itTe s t fcUTttT©afc*&*tBbfco 
%R&g = 100 - [ (Test-Mi n) / (Max-M i n) ] xlOO 
*6t, C 5 aiW^itr^it^ttilll^^ 5 0 

(i c 50 m i2ar»^»iiibfeo 

mmmS 4®^iOl C 50 1 0 nmo l/Lrtofeo 

uwh : c 5 a.mmw^vMMmfcMtzim 

t F*«Ai^Lympho lyte-poly (Cedarlane) 
ftffl^Tff+#H#££*U 0. 1%B ovine serum album 
in (BSA) MiPbfcRPMI 1 6 4 0»* (GIBCO BRL) CM 
bfeo £©ff+*B# (5xl0 s l/mL) fc*«*5/£M©Calc 

ein-AM (7* 33/) MAQU 3 7 -CC^T 3 0#|KK>**^- ^ 

^^^^^;v^3imbfc»fti^=&a^-r^-^^^^^^ fe ° w ^ 24 

^^riz-NC 1 0 0 pmo 1/L0C 5 a««* 5 0 0 ^L/^x^»b 

79 



WO 02/14265 



PCT/JPOl/06902 



immmmm<b^®®m*2 o o uht-ommLtc^ 3 7°c, 5%co 2 © 

fcfTU ffiUggfift* (1 OXSDSs 0. Olmo 1/L HC1) § 1 0 0 ju 
LliLfeo ^iMMg^Cyto Fluor (E 
x:485, Em:530) o Klfrfti^fcfc: «fc § C 5 aM&tf #$03£j£©Plg 

«F+*©ft&aift*MaXs KHMb£«J**;!j|U fro N C5a*i»t:Mb 
fc#*#®3bfeg&j££M i n, tt»ft^!»^Pl$fc*^T C 5 a*9*C <fc !) 
b&»*«om*3Slft* TestJ: bTJSTFcDAfc <fc D #fflbfc 0 
%RHg=l 0 0- [ (Test -Mi n) / (Max -Min) ] xlOO 

s&tu c 5 a$ij^0^©^§ 5 o %mmtzfflk{b'&to<Dm& ( i c 50 

mMM3 4©{b£rtll C 50 f&t±l 0 0 nmo 
a»?>J5 : C 5 aiS£#4»JS«4>fc#r*ffMB 

fb^rt/^^P^b, 4WfchFC5a^bfco thC5a®&#2# 

m» (%) =100 - [ (thC5*®*ifr&<D*mm*mm / {my 

C 5 a&4 2#M®5tt8J?>t»J$ft) ] x 1 0 0 

%Plg= 1 0 0 - [ (Tes t-Min) / (Max-Min) ] x 1 0 0 
Test: MMUb&m i:thC5ambfch * W©«4>* 
M i n : mtib&mvWi^Wkfoh h h C 5 a L& 
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Max :tm<b&to®&*&ft£t hC5a*ia#Ufci:#©*ffi»*»© 
£©I¥«££^-t\ sn»«5 3<0ft^#ftt3 0mg/kg©ffl*tf7 496lfl» 

) ^3>7*U-h7D^>f?^a;Ot^H37Rv (^MHHi) ^ ^ *> fc 
tUMtt*m*£tf2 10B©2@Jftrt««r*. »«ft2 2Hi*»6 3 3B* 

(lES/#) tfttt^ft^^bTJEt^©*.^, 

SD»?yr (6EE/#) *cktF«Jt*-^-f If ^ ( 2 «§tfti^« 

n 0 «{ij;f)^^^7t'jf^ (ba) *nm-?%o 

. — — x ■ x 1 0 0 (% 

ftJM^R^ A u c ^pm«©i3#* 



auc : ^m^nm-mm&UTmm 
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m&mmm mm, mm, ] ©M-whra 

^•^$)§o c5as«#ft^bTftAt*i«f^«>Y;^fc«k*rta(Me 

B#T»ffil!£tifc»i2 000-2432 9 0 bTfc t)> 

^^^^ 



82 



WO 02/14265 



PCT/JPOl/06902 




*;w^;k 7->;i^a ^7r^M 

10 ^t^r07'J-^S^U 
bs 

20 ff^^tlS^o 

2. (l) ©D#Wft***bT** v>7;v * u> ** u A#B&*£ 
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m 1 imm<Dmmmmfo$.tz&?(DMM±&^tiz>i& 0 

3. (1) ©R\ R\ R= jfim-£tz&g&^TUXt>& <s 

4. -fl£5Ul)©R\ R 5 #|i=a-i;fci±Jl&oT^T& ^ft^y^ 

5. mmn^^s 

N-^>s^-N 5 - (2, 6-^^7i^) -N- (4-^fJl/7i 
-7U) OUT, 

N 5 - (2, 6 -y>f yrnt;i/7x-;i/) -N- [ (4-^< F^>7x^i/) 

-N- (4-t^il'7i-jl/) OUT, 
N 5 - (2, 6 -VJ V7D^7ir;i/) — N— [ (4-^^7>77i 
-71/) **)\,] -N- (4-^7W7x-^) >>U:^ 
N- (4-7*f/l/7i^) — N ' - (2, 6-^V7nt>7i-^) -N 
- [ (4-y^f;i/7U7xr;i/) OUT, 

N' - (2, 6 V7nt'7l/7x-7l/) -N- [ (4-^^7;77x 
-71/) -N- (4-^< h^>7x-;i/) 

N' - ( 2 3 6 -^vrnt/l/7x-;i/) -N- [ (4-^^7^7x 

-N- (4-i^l/7x-;k) £1/:p n 
N' - (2, 6-^yrDt:;b7a:-;i,) _ N _ [ (4 ^ , 7 x 

P<^;i/] -N- (4-7'D tVl/7x~7l/) OUT, 
N' - (2, 6-^v7D^7x^) -N~ [ (4-^^7^77x 

-N- (4-^ V7°Db°;i'7ai-;i/) e7ixT, 

N' - (2, 6-^^V7Dt/l/7x^) -N- [ (4-^fjy7^77x 
-71/) ^71/] -N- (4-:n h^i/7x~7l/) 

N' - (2, 6-S7^V7Dt.'7l/7x-71/) ~N~ ( 4 V 7°D £71/7 x "71/ 

84 



PCT/JPOl/06902 

WO 02/14265 

) _N- [ (4-'fV7.n^7x-^/) pWV] tfl/T* 
N _y^. ;l/ _N'- (2, VT'D^Wx^V) -N- 

N- (3, 4-^DP7x^^V) -N' - (2, 6->^V/P^7 
5 x~;V) -N- (4HV7"DWx-;V) 

N' - (2, 6-^V7D^7x^) -N- [ (2, F^rWx 

— N— (4-^fV7-Dif;v7x^) <?i/7\ 
N 3 - (2, 6-^^V7D^7x^V) -N — C (4-^^WU7x 

— n— (2, fri/Ts 
10 N _ (^ >v r [d] l, 3-^*^vi/>-5-^;v^^^) -n 3 - (2, 6 
-i;^v7Pt/V7xrjv) — N — (4->fV7"ni;;v7x-;v) <?l/7% 
N 3 - (2, 6-^-fV7DWx=:jV) -N — [ (2, 4-W^7xr 

^;VJ - N — (4-^77Pt/l/7i^) ^l/T, 
N s - (2, 6-^-fV7PK/l/7xr;i/) -N- [ (4-7MD7x-/b) 
15 -N- (4--fV/P^7x^) 71/ 7s 

N - [ ( 4 -7PP7x^) -N' - (2, 6-^V7Df/V7x 

-N- (4-^V7n^7xr;i/) 7l/7 s 
N _ [ (4-7p^x^) *?7V] -N s - (2, 6-^V7P^7x 
— N— (4-^V7*Pt , JV7x-/V) <7l/7, 
20 N , _ (2j 6 -^v/nt^7x^) -N- 

) _ N _ [ (4-h'J7MP^^7x-JV) j>Wl/] -7^7, 
N- [ (2, 4-^PP7x-/l/) -N 3 - (2, 6-^V7Pf 

;i/7x~;i/) — N - (4-f77Ph-JV7x^V) «?l/7 s 
N 3 - (2, 6-^^V7PfJV7x^V) -N- [ (4-tFD^>7x-JV 
25 ) — N — (4-^V7Dt>7x-;H 71/7, 

N 3 - (2, 6-^V7P^7x-^) -N- (4-YV7»Dfjl/7xr;V 

) _ N _ [ (4-^f;v^7x-jv) 71/7, 
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8. c5a*»H#f saftM Mfe f&Awmmm&mm, m 

£BB»4JHi£J&s *aii07u;^-tt^g, MftflblUKftjffis ibttttfe Sill 

1 0. C 5 aSt«#4^bTftXr5ifflS^'>>f;i/^CJ;ajftftjg<D^|» . ^ 
m-Cfe^s !»5l<(D|5H9fcHB«©C 5 ag^^^Jo 

1 1. §3«§, Hi, ^Au?M)a«i!¥s itttra»jmiu mm 
(DTU)i^-^mm, ymmmmitms mmm, mum, r;wwv 

1 2. mt©tgffll*6 5®VArti*tIBm©SS^#:*feii^©M^±H^ 

r«««> ra^Tiwi^-tmtu itiiMg, i&»fts % mum, 
tt* yj^y^u^-m^tcimsk^n-m, km. mgm&mmmwm • mm 
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